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Attorneys for the United State8 

XN TFiE MflTED STATE6 DISTRICT COURT 
FOR THE CENTR?L DISTRICT OF CALLFOR3?IA 

I NO. cv 01-07937 MS? (CWX) 
I 
j BRIEF OF l'!EE UXITED SThTES 
J OF AMERICA 

IN RE PAXIL LITIOATION 

THIS DOCUMENT RELATES TO ALL 
ACTIONS j 

..* 
Pursuant to this Court's Instruction, the United states of 

America, on behalf of the United States Food and DI-US 

Adminisrraticn (FDA), herebi submits this brief detriling the 

issues related in its Statement of Interest regardin the Court's 

Memorandum of Decision re Prelininwy Injunction. filed on Aqust 

16, 2002. 
Aa the factual statements below and the attached Declaration 

of Robert J. Temple, M.D. make clear, WA previously reviewed in 
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1 depth Paxil's side effects and concluded chat the dmg is, in 
! 

not habit forming. Thus, the advertisement in ipeStiOn -- 

the government also respectfully requests that this Court 

request for the followins reasons: 

regulatory scheme gcverning prescription druc advercislng 

and 2) civen the intent of Ccngress to 

I. Factual statements I 

A. Comprehensive regrrlatory schema 

Congress has charged the United States Secretary of Health: 

& the Federal Food, Drug, and Cosmetic Act f4'FDCA"), 21 

21 C.F.K. E 5.1OiiJ (11. The comprehensive system of 

(n); 21 C.P.R. § 202.1(e) (6). Specific 

If a drug manufacturer publishes false or 

"misbranded," 21 U.S.C. § 352(n), and the Onrtac? States may bring 

21 U.C.C. IS 
1 

2 

1 
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23 

24 

25 

26 

27 

28 

32, 334, 337. There is no private cause of action under the 

?DCA, 23 7J.S.C. 5 337(a). 

Pursuant to this system of regulation, the FDA's Division of 

drug Marketing, Advertising, and Communications ("DDMW?i reviewa 

xrrent broadcast and print prescriptlon drug advertlsemencs 

tppearing in the marketplace for possible enforcement hCt?on. 

2eclaration of Robert d. Temple, M.D. ("Decl.") at q 4 (attached 

lereto). Pursuant to 21 C.P.R. 202.1(j) (4), FDA is CommiCted tc 

review proposed prescription drug advertisements when rewested 

to do so by pharmaceutical companies. FDA's careful examination 

of regzonal and natrionwide advertisements is designed to enaurc 

that information communicated to consumers is not false oz 

mrsleading, presents a fair balance of the risks and benefits, / 

reveal5 material facts, and discloses mayor side effects. Td 
I 

FDA must consider not only whether adequate Information of sny ; 

risks is disclosed, but also whether such information is 

presented in such a way that does not overemphasize dangers such 

that useful drug8 are unn&ceesarily avoided by consumers. 

B. FDA’s revieu of the specific rdvertiecmtnta in question 

Paxil, the prescription drug at issue in the present caaa, 

belongs to a class of pharmaceuticals known as ~elect;ve 

Sarotonin Re-uptake Inhibitors (SSRls] . FDA scient;ste do not , 

consider SSRIs fo be habit-forming, as that tar3 has been use& In 

countless drug labels and advertisements. Deci. at q 5. Rather, 

SSRIs, es well 88 other kinds of drugs, have been known to cause 

withdrawal symptoms known as a “dlscontinuarion syndrome $1 There 

ia a critical difference between this phenomtnon and the druc- 

seeking behavior associated with habit-forming drugs. DEC?. al: 

3 
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1 qfi. At the time FDA approved the New Dri.ig Application (“WA”) 

2 for ~axil. the agency found no clinical evidence of drug-seeking 

3 behavior associated with the use of the drug. Decl. at 1 5. In 

4 short, FDA concluded that Paxil was nDo.& habit forming. &cJ. 

FDA reviewed Paxll advertisements on five separate occaslOn3 

Four versions of these 

contained the statement *paxi? is non-habit 

FDA found none of these advertisements to be 

The most recent version of the advertisement 

seek to alter, contain6 the 

"non-habit formings8 language and, additionally, states "Don't ,I 

ith your Doctor.” Decl. at 

FDA concluded upcn its review of the current advertisement 

that the additional precautionary statement to see a doctor 

regarding discontinuation of the drug ensured that the Fax&l 

for dissemination of 

possible ESRf discontinuation 

drug's patient package ineert. 

AE before, FDA did not consider the 

since it previously had determined that 

Decl. at 1 8. 

22 111 

23 A. 

. Azqumurt 
. * 

Prnemptlon 

The Supreme Court has found that:. 
I 

25 

26 

27 

28 

Under the S~pretnacy Clause, the enforcement of a acatt 
. regulation may be preempted by federal law in several 

circumstances: first, when Congress, in enacting a 
federal statute, has expressed a clear intent to 
pre-empt state law; eacond, when it is claar, despite 
the absence of explicit preemptive language, that 
Congresa has intended, by Icgis1atir.g comprehensiveiy, 
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9 

10 

11 

12 

13 

14 

35 

16 

17 

18 

1s 

to occupy an entire field of regulation and has thereby 
"left no room for the States to supplement" federal 
law; and, finally, when compliance with both state end 
federal law is impassible, or when the state law stands 
as an obstacle to the accomplishment and executicn cf 
the full purposes and objectives of Congress. 

Capital Citw, Inc. v. Cria. 467 U.S. 691. 69&-99 (lS84; 

/ (citations. quotations omitted). While the FDCA lacks an exnross 

i preemption provision applicable here, Plaintiffs' injunctive 

request poses an obstacle to the full objccclvcs of Congrecr, Cy 

attempting to substitute this Court's judgment for FDA's 

scientific expertise in determining whether it is misleading to 

call Paxil Btnon-habit forming, " when it doea net create the 

physical dqpendency associated with that characterlration. 

Although some courts have held that certain ccrrm~ iaw tnrr 

actions may escape preemption, a request for speclflc ir i~ucc~~v~ 

relief such as that currently before the court directly inp~nges 

on FbA'r; role as the protector of the public interest in this 

field by ordering specific changes to ads that FDA hae deemd 

acceptable. Were the courta of various jurisdictions to mantiatr 

what may and may not appear in prescription drus advertz.semer.t:s 

pursuant to state law, the publ‘rc undoubtedly would recerve 

lncoasistent information from region to region; furzhrmore, 

court- imposed advertising CofStenr or restrictions wo~lld lack the 

benefit of FDA's scientific expertise and consideration of 

rekVent policy iseues. SfLE Feinberser v. Bentex Fherm., Ia. 

412 U.S. 645, 654 (1973) (noting that agency expertise 1s 

superior to courts' due to nepecializacion, insight gained 

through experience, and by more flexible procedures"). 
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1 In anactin? the FDCA, Concress clearly desired that Lhe full 

"in consultatron with experts in science, medicine, and 

A regime in which lawsuits motivated by 

individual, loral concerns (even though sincere) may cverrule 

In the preserx case, FDA reviewed the particular 

of plaintiffIt re&st for relief. 

ocher similar drugs, FDA decided that the advcrtlsemencs are 

Under such r.;rcumstanceo, the Court should c~nsxier 

20 

21 

22 

23 

24 

25 

26 

27 

28 

preempted by federal law.' 

'Plaintiff8 claim to be acting under state law. There is no 
private right of action under the FDCA. 21 U.S.C. 5 337(e). To 
the extent Plaintiffs* injunctive regueet *atray[sl too close to 
the exclusiva enforcement domain of the FDA,” it must he 
dismissed. Summit Tecv. . Kicrh Lrne Med. Sns - . txumenta 
co * %Rc. 
l&s. G: 

922 F.Supp. 299. 306 (C.DyCal.. 19961 i $ e alss! 
v. FriedlangeE 103 P.3d 1105.128 Cir. ?997) 

m 

(Plaintiff found to have ho standing to challenge retalL 
advertising of a product on the market]; Glie v. OotlcaL 
Fadlation @ra. 22 F.3d 940, 544 (3d Cir.19941 ino private right 
af action under'FDCA)- ml&n Lab., Inc. v. Matkarl 7 F.3d 1130, 
1139 (4th Cir.lS93) (&mlssing for failure to ~t.a+& a claim 
plaintiff's "ingsniousn attempt to uuse the Lanham Act as a 
vehicle by which to enforce the" FECCA). 

6 
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11 

l! 

2( 

22 

2: 

2: 

24 

2: 

2f 

2' 
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8. Primary jurxsdiction 

Even when common-law rights and remedies surv:ve znd the 

Ldministrative agency lacks the power to confer immunity from a 

xivate suit, it may be appropriate to refer specific issues tc 

in agency for initial deccrmination where that proredure would 

zcure Ot(u)niformity and consistency in the regulation of 

lusiness entrusted to a particular agency." Nader v. Ajleohenv 

-es. Inc., 426 U.S. 290, 303-304 (1976). If PlalntzffS are 

found to scare a valid claim despite preemption axaiysie;. the 

:ourt should exercise its discretion under the doctrlna uf 

?rlmary jurisdiction and allow FDA to cone+der further, in l:gh: 

>f Plaintiffst arguments, whether the Pax11 advertieement is 

nisleading. & pernhardt V. Pfizey, 2000 WL 1738645 !S.D,N.Y., 

Uov. 22, 2000) (finding FDA had primary jurisdiction ever whether 

to issue notices to users of prescription drug end their 

physicians), 

The Ninth Circuit noted in ynlted States v. General Dvnan;i(;: 

h, 628 F.2d 1356 (9th Cir. 19871 thet primary jurisdiction 

"applies when ~prctection of the integrity of a regulatory sc:~em~ 

dictates preliminary resort to the agency which adminrsters the 

acheme."' 29. at 1362 (quoting y&& States v. Philadelphia 

&t 1 Bank, 374 U.S. 321, 353 (1963)); See also United States V. 1 I 

k%&lx,m Pacific R.R. Co,, 352 U.S. 59, 63-4 (1956) [primary 

jurisdiction applies where nenforccment of the claim requires the 

relsolutior. of issues which, under a regulatory scheme, have been 

placed within the special competency of an administrst:ve body"). 

w established four facto+6 c&at poinL tc e pro;ler e 

invocation of the primary jurisdiction doctrine: "(1: the need to 

- _.-_-. _..-.--. 
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activity to a comprehensive regulatory scheme that (4) rec;ulres 

expertlee or uniformity in administration.n J&l. at 1362. 

the factors weigh heavily in fevor of deferring to 

Fire&, Congress clearly intended the FDA tc regulate 

The law gives FDA the authority to 

The PDCA and its implementing 5~ 

Second, ae set out above, the FDCA subjects 

in which FDA stand6 at the center. Third, the determinatacn of 

reTii,es both medical and scientific 

a rational policy requires uniform answers 

While this Court certainly has the authority to interpret 

whether the Paxil advertisement 

27 

I 

'The FIX4 expreaely provides FDA. with " [tlhe authority co 
promulgate regulations for the efficient anforcemant of the Act.” 

28 21 U.S.C. I 371(a). 

0 
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"habit-forming.* This fiicrrlal review, if undertaken by the 

Court, “would deny [FDA] the full opportunity to apply ZtE 

expertise and to correct errors or modify positions in the course 

of a proceeding." Fstee Lauder. Inc. v. FDA, 727 F.Supp. I, 4 

(D.D.C. 19891.' 

Even if the Court does not agree that it should defer tc 

FDA’S determination that the a&vertisement is not n:isleadir.E, the 

'agencyIs pcsition should, at the very least, be “entitled to 

respect. n Christensen v. Harris Countv, 529 U.S. Eib, SE? C2OCO) 

(agency interpretations contained in formats such es opm~on 

FDA doctors and scientists have weighed the 

621 (Id Cir. 1996) ("The 'CA 

expertise ?qfa to decide whether 
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expertise in the area of prescrrption drugs, this Court should 

respect the agency's determinationa 86 to both fact and pCliCy 

III. Ccncluoioa 

The injunction Plaintiffs seek would overrule a factual 

cietenmtnatlon made by FDA in its role as the agency responsible 

for answering scientific and policy questions in the national 

arena of prescripticn drug advertisements. Ccngress'a 

comprehensive statutory scheme, as implemented by FDA's! 

regulations governing prescription drug advertfeing, preempts 

Plaintiff's request. If ch;s Court finds that Pleintiffs' claim 

not preempted, it should defer to FDA'6 considered, expert 

10 
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determination or, at the very least, refer the matter tc EDA in 

respect of the agencyls primary jurisdiction. 

Respectfully subfiitted. 

ROBERT D. MO%.LI.JJM, cJR. 
Assistant Attorney General 
Civil Divisiofi 
EUGE;NE M. TRIROLF 

' Senior Trial Counsel 
Office of Consumer LitSaatlon 
U.S. Department of Yxifitlce 
P,O. Box 386 
Washington, D.C. 20044 
Tel: $202) 544-156E. 

OF COUNSEL: 

DANIEL E. TROY 
Chief Counsel 

ZRIC M. BLUMBERG 
Deputy Chief Counsel 

c!AxL1.mER 
Associate Chief Counsel 
Food and Drug Administration 
5500 Fishers Lane 
Rockville, MD 20657 

Trial Attcr’ty 
Office of Consumcx Lltlgatxor, 
U,6. Department of Justice 
P.O. Box 386 
Washington, D.C. 20041, 
Tel: (202) 307-6154 

L. 
., a 

11 
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Assistant Attorney General 

EUGENE M. THTROLF 
Direotor 
Office of Consumer Litigation 
GERALD C. K?ZLL 
Senior Trial Counsel 
0~~~~tgt-m Litigation 

Trial Attorney 
US. D+rtmcnt of Justice 
P.O. Box 386 
Washing&n, DC. 200&I 
(202) 3074154 

9 Altomeys for the United States 

10 
UNqTED STATES DISTRICT COURi’ 

11 FOR THE CENTWI. DISTRICT OF CALIFORNIA 

I3 1 
14 IN FtE PAXIL L~TIGATLON 1 cv-01-07937 MRP CWX) ) I5 j 
16 ] 1. 

;E$LARATION OF ROBERT 1. TEMPLE. 

) 

THIS DOCUMENT RELATES TO i 
) 

1, Robert J. Temple, M.D., declare as follows: 

1. I. hold two positions within the Food and Drug Administration’s (“FDA”) Center for 

Dn?g Evalualion and Research (“CIDER”): I am the Dir&or oftie Ofice of Medical Policy and 

the Acting Diiector ofthe Office ofDrug Evaluation I (“ODE-Y). i have held these 0t similar 

Positions since 1982. My office is located at 1452 Rackville Pike, Rockville. M&and. 

2. ODK-I is stied with pby&&na and scientists respcinsible for the regulation of 

cardio-renal, oncologic, and neglrapharmacofogic/psychoph~a~o~c drug pmdutis. My 

0ffic~ decides whether to approve new drug applications (“NDAs”) for these types Of dNg 
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roducts. Under the laws FDA administers, NDAs musl include propsed drug product iabck. 

por$ooalty make decisions oo Ihc approvability of ND& for a8 new molecular ertrilies for die 

g Paxil ano’ its product labeling. Paxi is a neuropl~8coiogirJpychopharmacolo~c dr’-% 

revised to reflect additianal rcpom af discontinuation syodmmc u an associaled risk of taking 

REAfflONS sectionlPoslmarkcting Rqortd to a new p-graph captioned PRECAUTIONS 

Section/Discontiuation ofTreatmedt with Pa%%. The following langtiagc regarding 

diaoontinuation syndrome WBS included (final printed label issuance date, Jan 2002): 

2 

13 
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I WIT-limitin . Similar events have been reporicd for other xlativt scrotonin 
reuptakc m rbitors. . g. . 

Patients should be monitored for these symptoms when discontinuing trcalmenl. 
regardless of the indication for which Parll is hciog prasuibcd. A gnufun) 
reduction in the doac rathw than abrupt cessation IS recommended whenever 
possible. If intolerable sqmptoms occur following a decrease in the dose or upon 
discontinuntion of tmlmcni. then resuming the previously prescribed dose may be 
considered. Subsequently, the physician ma c&tinuc de&easing the dose but (tl 
n more gradual talc (See DOSAGE AM) A& MINETRATION). 

6 
4. The Office of Medical Policy is respoosiblc for the regularion or promotion of 

7 
prescription drug products through the Division of Drug Marketing, Advcrtiaiag, and 

8 
Communications (“DDMAC”). DDMAC’s mission is to prutccs fne public ho&h by insuring o 

r 

IO 

I1 

12 

13 

14 

15 

16 

17 

18 

19 
20 

21 

27. 

23 

24 

25 

26 

that prescription drug information is truthful. not rnislcllding, balanced, and ac~ur~l~ly 

commuaicatcd. DDMAC is rcaponsiblt for regulating the promotional aclivitias of the 

prescription drug industry. This includes the nview ofpmposcd advertktmcnts when rcqucsxd 

to da so by a pharmaceutical company. Phamxoeutical manufatturers o&n seek DDMAC’s 

review of their proposed t&vision advertiscmcnts in advance. C&z an adveniscment is 

disseminated, FDA tcgulations require the comptiyto submit the advertisement lo DDMAC. 

DDMAC reviews advertisements that arc currently in use to ascmain compliance with the lsw. 

FDA has authority, administer4 through DDMAC, to regulate the conteH of prescription drug 

advertisements printed in magazines. journals, and ncwspapcrs: broadcast over t&r&on, radio, 

and teicphonc; and disseminated through other means. DDMAC reviews these advertisements to 

ensure thei they are not false or mileading (non inconaistcm with approved pmduct labeling); 

present a far balance between the risks sod benefits of a drug producG revcal facts material in 

Eght of tlz conscqucncas ofusing the product as advcrtia& Fd either disclose all UN risks 

associated with use oflhcpmduct ducriird in tic WA approved product labeling or, for 

broadcast advcrtiscrnot~ta, disclose the major risks and make adequate provisiaa f~br 

~ disseminating the product’s FDA-approved lab&g to the advatiscment’s audience. As Dirrelor~ 

oflhis OfLice, I asn involved in the resolution of complicated issues regarding direct-to-consumer 
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advertising. DDMAC conducted s review of the television advertising for the drug Paxil Ihat in 

the subject of fhis hrigation and I am familiar with its decisions and actions. 

5. During ;hc period May2001 through June 2002, oDMAC reviewed rhc contents oc 

defendant’s television advertisements for Pwil on Five separate occasions: May 18. 2001, 

August 222001; September 26.2001; April 29,2002; and Juno 14.2002. DDMAC provided 

cornmetal ID the menufacrurer on three of these occasions. in letters dated May 18,200 1, Aufusr 

22.2001. and April 29.2002. &sttaehqents l-5. The. lasl four versions oithcsr Mevision 

advoriisomcnts included the oral sts~emcnt Wt Taxi1 is non-habit forming.” The lasi and 

current version of Use sdvenisement contains Ihc slateme& “D&t dop takiag Faxil before 

talking with your Doctor.” A&bough on ihcsc occasions DDMAC commented on other asp=rr of 

the advertisement& 81 no time did DDMAC conclude lhat the statement “Paxi is non-hnbik 

fomling” was misleading. The reason for this is that DDMAC was aware that the mapica 

reviewers and scientists at ODE-I had alreadydctcrmined during Iheir medical and rcientific 

nvicw ofthe NDA for Paxil that there was no clinical evidcncc of drug-seeking behavior 

associated with rhe WC of P&l. Given the lack oianyscicnlific evidence in Iht NDA suggrstlve 

of drug abuse potential far Psxil, and its membership in a clsss of drugs not suspected of having 

17 

18 

19 

20 

21 

22 

abuse po~entiaf (selcctJvc sorotonin nuptskr inhibitors), there was no reason for ODE-I IC 

consider the drug :o be b&h formin; “Habit forming” is not a scientifically precise term. bul 

generally implies rhat paticnls will 8gc.k out the drug and continue to take il in the absence 0: a 

medical need. A term used mare widely would bc that the drug has “abuse potential.” If ODE-I 

had considered Paxil to be potentially habit form&. it would bnve rcfcrtcd the mauer to the 

United States I?Iu~ EnrOrcement Age& for possible scheduling under the Contlollcd 

23 Substances Act. which 11 decided was unncceasuy. Bas@ nn’thie, DDMAC concluded that rhc 

24 statement “Paxil is non&bit form&” x&s not misleading. 

6. ‘Be fact that a drug cau9~9 I discxmtinuation syndrome &es not meiul that ir is a habit 

fomh& QTU~. Discontitnu#i~n syndrome genaally refers to the emagcncc of various siws and 
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syinploms rbal occur when a drug is stopped abruptly (beyond a simpie rCNm ofthe syWJ~oms 

he drug was used to trti). ln many cases, such ayndmmes are thought 10 mflccl chases in dmg 

rcccp~ors thaw lead to greater aeuailivity to tndogcnous substances ar other influe%%. There are 

a number of drugs with unequivocal discontinuation syndromea that FDA and 0th~~ wotild fl01 

consider to be habit forming. For exampI+ beta blockers, used IO treat high blood prcssum, have 

a serious and even dangerous discantinuarion syndmme. Clonidinc, also used to treat high blood 

prcs;turc. does as well, us do nitroglycerin and its relatives. None of these drugs is associated 

with drug seeking behavior or drug abuse, That drugs arc in contra to narcolics, 

bcnzodiazcpiaes. ampbaamines, and barbiturates, all of which cause barb disconiinuarion 

syndmmos and drug seeking bthatior. Some habit formhg dmgs, such as marijuana arc 

assocjaltd wirh drug seeking behavior, but do not have discz?ntJnoation syndromes. II 

7. In mspowc to rhe recent rcquiremcnt by ODE-J Hal the labeling for Paxil contain 

information about symptoms some patients were experiencing whrtn tJ?ey s!opped taking Paxil, 

the defendant had originally pmpomi that the “major stazemmt” in their television advenisemenr 

include, “Always talk m your doctor before stopping Paxil.” Ou April 29,2002, DDMAC 

suggested to the defendant rhat they aucngthen the “ma&r statement* ra beucr convey tn 

consumem what they might experience should tbey stop taking Prrxil. DDMAC suggested tJuu 

the ora1 statcmenl be changed lo “DW atop taking Paxil before tahcing with your Doctor.” Thts 

addition accompanies the statement, “P&J is non&bit fanning,” which was present in this 

television advwtiscmcnt as subrnJt&d by tbc dcfcndant for review. DDMAC concluded rbat 

PUttiug this precaution into the Icl~vid& advertisemenu would cnaure that the ads adequately 

provided for dissemination of the Jnformation about possible discontinuation symptoms, 

contained in detail in the product’s FDA-npproved insat. This method of disseminating 

iuronnatioa contained in pmduct labeling is consistent with FPAt regulationS~ 
“r: 

28 

t 
L --- -. 
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8. In s~mmaty, FDA carefully rcvicwcd the conmts of dcfcndar&’ past and cur~t 

television advertisements for Pawil in this case, The agency concluded lhat the advefiisrments 

worst no1 misleading because there is no scientific evidence that Paxil is a habit fonning drug and 

tonsumcm are adequately cautioned (“DonY stop taking Pn.61 before ialking with your doctor”) 

so that they will be informed about any symptoms they may experience before Ihty stop Uking 

Psxil end will do SD under the Suidaacc of their physician. 

7 Pursusnt to 28 IJ.S.C. fr 1746, I declare undcr penalty ofpajury that the foregoing IS Vuc 

6 

QOIO 

_--.--- .--- _._ - -_-- . . 
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Thcmas Kline 
Ass&ml Dinctor. U.S. Regulatory Allbin 
Gla.wSmirhKliw 
1250 South Collcgevillc Road 
P.O. Box 5089 
Ccllegevillc, PA \ 94260989 

RE: NDA 70-03115-026 
I+51 (paroxctinc hydrochloride) Tablau 
MACMiS ID*: 9955 

This lettar responds M  GlaxoSmid~Klinc’s @SK) April 17.2001, JCIILY IO the Division of Drug 
MnrkcIing. Advenising, and Communications (DDMAC}, rquccting comments on two proposed 
direct-to-consumer (DTC) broadcast television advertisements kr Paxil (paroxetinc hydrochloride) 
Tnblcu for n-eauncnt ofgctncmlizcd anxictydisorder(GAD). 7hc submission included storyboards fat 
IWO 60 second ads entirfcd “My Anxietfsnd “?&undenw&Whar The], Fact” (labeled sun+ards 
version “A” and “B” rcapectively). 

WC how reviewed the proposed ma~erialr and oiler & foliowin~ communw. 

Storyboards and scripti often fail ho account for factors aI’ audio and video ptoducciian that could affect 
ihc cffeczive communication of important information and fulfillmcnr of adequate pmvision 
disbmms (c.g., graphics and rupcrimpositico ofmxr, pacing end clarity of voiccoven, and sound 
effects or music). Thchforc, WC remind you &at we cannot Provide Fiwi c~mmcnts on tht 
scceptability or the broadcon ads unless we review chc final taped vcrsibn in its cnrbwy. 

Since many claims and rcprescntationa WC similar or closely related, our comments on a prusicular 
claim or rc.priz.enultion should be applied to ali future ma;erials for Paxil thar contain similar Jaims 
and prescnutions. 

Adequate Commuaiotion or Complete lndiwiioo 

Be@.+ on the collecLion of images and language used to describe GAD, the proposed broadcan ads are 
mislcadinp because the descriptions afthe indication fails to adcqurtcly convey the ha!lmsrk 
symptoms and tic serious nature of the ikw~. in order IO suffkicndy communicate the inlensily of rhc 
diswcss sofTered. The CDbIiiCy of rhc opsnina vigticnes dmmatizing ~oplc suflering From various 
symplomr of GAD do nor convey the cconpl that the s~fforer finds 5 difiiculr IO ~0nrr01 d&r &ron;c 
SyIltpIOmS Of CXCC5SiVc aoxictj’. worry. tension. inbbiliiy, etc. 

@lo19 

-.- _.._.. _ .__. ._ . ___ 
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GlaxoSmilhKlinc 
NOA 20.03 I 

f:urthcnnorC. ~hrti/\D indicatiun in tlic Pnxil approved product labcling (PO StRIcs that anxiety or 
tcnsiun associated wilh the ~lnfs of cvcryday life usually dots not require treatment with an anxiolyllc. 
~owcvcr in version “A,” tlw mcssoge that such rverydsy anxicly does nbt usually nCcd medication i:, 
not adquatciy communiwtcd by the nntcmcnt “fcclin~ anxiety is pm of lik.” Wc r&c thet bescd on 
rhr: smryhoard scqucncc in vu&n “l\:‘the plaf%mcnt of the SUPER “fCC!ing rnxicry is Pan of life” 
between thy GAD vignencs and the e&r&i dtfiaition of GAD undemrines communicalion of the 
concept of uncontrolhbilky of the symptoms for GAD suffcnn. 

In addition, in both proposals, the frame featuring SUPERS identifying the variety UT symploms 
associolcd wilh GAD lacks sutli&vt pmmincnce (cithcr due to font type sire, lack of convast. or 
possibly inrdcquate dirplsy time). In addition, we rwommcnd revising wmc of rhc symptom 
terminology for accuracy (revise “tension” to’muscic tension”) or for man consumer-friend\)’ 
hnguepc (revise “fatigue” to “easily tired” or “excessively %ircb’). We note that thr smvork Sl!Pt3 
for frame 7 in version -8” urni Ihe symptom of fatigue. 

Minimization oFRisk InformNon 

In both proposals, the presentation minimizes some of thr, risk inronnstion. The na~em~nt~“Peoplc 
taking MAOls or thioridazinc shouldn’t rake P&l” followed by “Side efrccts may include.. .” implies 
thal only those people taking either of rhose drugs would mpvicncc Ihc side eIfects listed if they used 
f’axil. Thcrrforc; to &rifY that my Paxit user might cxpaicnoc the listed side cffecls rve recom.mcnd 
revising the xeond smtement (i.c.. “Paxil’s side effetir include.... “). In addition,to be consistenI wirh 
the PI, we recommend thn the side eNen disclosure regarding sexual side crfecrs be tcviscd (IS.. 
“scxuel side effects In mur and women”). 

tack ofPmmincaee for Various SUPEQ 

In both pro~saals, various SUPERS r ‘.vaiiabla by prescription only and lhosr to P~Ilill “Adcqu~c 
Provision”) lack suficicnt prominence for readability and processing by the viewer. 

The p-ration of this marketing ci?im in a SUPER during the audio prcsenta~ion listing the n,o~ 
common side officrs minim&s communicr,!ion of this risk informatirm. We rccommcnd presenting 
*ia &im &CwhCrC. In addition, for easier camPrehension of tht marketing claim, we recommend 
r&sing the language to that proposed in version “By’, ’ 
Generalized Anxiety.” 

We most pppcdbed medication of iu kind for 
. n - 

If YOU have any qUeStiOnS or comments, plceee direct &m ta Lisa L Stockbtidgc by facsimile at (301) 
594-6771. O? PI: the FOOd and DN~ Admini%uatioa, Division of Drue Marketing, Advcnising, and 
Commni~ions, HFD-42, Rm 17-B-20, X30 Fishers Lone, Rockvillc, MD 20857. DDMAC nminds 
GSK that only written communications xc considcrcd official. 

i. ._.A..-.-_.. ._. ___ --- --_.-.-._ __. 
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Sinccrciy, 

Joan Hunkin, Jil 
Coosumcr Promotion Analyst 
Division of Drug Marketing, 
Advertising, and Communlcotioas 
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IS/ .__-___-_---__-__-___ 
Joen Hankin 
5/li?/Ol 10:2?:2d AM 
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TRANSIMIT-~IXI BY FACSIMILE 

Thomas KJinc 
Assistant Director, U.S. Regulatory Affain 
GJaxoSmJthKtine 
12SO South Coliegeville Road 
P.0. Rex SO89 
Coliegcville, PA 194%0989 

RE: NPA 20.031/S-026 
PaxiJ @amxctine hydrochloride) Tablets 
MACMIS ID#: 9955 

Dear Mr. Kline: 

This Her responds to GlaxoSmtthKline’s (GSK) August I, 2fJO1, rcqucrl to the Division of Drug 
Marketing, Advcnisiog, and Communications (DDMAC) for cqmmenls on two revised propOJCd 
direct-to-consumer (DTC) broadcast television advcriisetncnts for Pexjl (pamxetine hydrochloride) 
fablcts for treatment of gcnrralized anxiety disorder (GAD). The submission included sto~‘bcnrds 
an< videotapes for two 60 second ads entittcd ‘My Anxicty”/GXJ’X-ID06 and “What They 
Facc”/GXPX-1016. 

We have reviewed the proposed materials and offer the follcwing commmu. Since many claims and 
representations are similar or cJoxlyre\~tad, our commema on e particular claim or wprcscnlation 
shotrId be applied to ali future materic;s for Paxil that contain similar claims and presentations and 
shoufd be communicated in consumer-fticndty languegt. 

Adequate Commuaiation of Indication Llmitatlon 

As discussed in our May 18,2001, letter. the G/U, indication in tbe Paxil approved product labeling 
(PI) PLPICS that anxiety or tension associated with the sutss vf -day lift usually does not require 
treatment with an anxiolytic. We commented that this mossage (that such everyday anxiuy does not 
usoalJy need medication) would not be adequately communicated by “feelingrnxiety is pari of life” 
We also noted that based onthe storyboard sequence in version “My Anxiety,” the placement of the 
SUPERVeeling anxiety is pari of life” undermined mmmunica~ion of the concopr of uncontrollability 
of the symptoms for GAD suffcferen. 

You’rcsponded by dale&g the statement “feeling anxiety is pan of life:’ but you did not suggest any 
revi~cd Janguege to cxprcssIy articulate this limitation to the indict&v. WC se& IO clarify our 
e~mment. TO nucumtely communicatk the complete indication and evaid in3ppropciately expanding 
the pnticnt population, we rec&nmend odding information tc clearly convey me concrpr that nnxitzy 
due to the stresses of’cveryday lift usually does not require mcdicntion. 
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Ilmn8s Kline 
C3axoSmi~hKlil\s 
NDA -2Q-031 

l’qc ?. 

MinirnimGm of Rhk Inbrmetiun 

We huve reviewed your rcsponsc and would not object to yovrrcvixd propowl. 

lf you have any ques;lons er eo~&~cnts, pieace direct them IO Lia L. Stockbridge by facsimile al (?Ol) 
5944771, or at tie Food and Drug Administralion, Division ofDrug Markctmf, Advertising. and 
Communications, HFD-42, Rm 17-B-20,5600 Fishcn be, Rockviltc, MD 20857. DDMAC rcmmdt 
CSK that only wrincn communications are considered official. 

In all future eorrcspondcncc regarding this pnriiculx matter, plcosc refer to MACMlS lD# 9955 io 
addition to the NDA number. 

. . 
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/a/ -.Y-... --------__---_- 
Joan Hankm 
S/22/01 11:07:38 hM 
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TRANSMITTED BY FACSUWLE 

Thomas Ktino 
Directvr, Rcgulntoty AfTairs 
GlwoSmithKlinr 
1250 South Collcgcvillc Road 
P.O. BOX 5089 
Callcgevillc. PA 19426-0989 

RJC: NDA #20-031 
Paxil (psmxctinc IiCi) Tablcts 
MACMIS #lo828 

Dear Mr. Kline: 

This lcnor is in rezponsc to your April $2002, re.qucst LO the Division of Drug MarWing. Advenising. 
end Communications (DL?M#K) for comments an a proposed direct-to-consumer (DTC) broadcast 
advertisement regarding the generalized anxiety disardcr(GAD) indication for Pw.ii @awelint HCL) 
Tablets. Your submissian includes a starylwrd and a 6Q-secand vi&a cntirled “My Anx~cty.” 

DDMAC has reviewed rhc proposed materials snd has tic following comments: 

I. The claim “I like my I&? again” {Frame 14) is misleading bccausc it broadly impiirs that Paxil can 
improve anyone‘s lift, to the cxtat that they will like their fife, when this has nor bnn 
dcmonstmtcd by substantial evidence fmm adequate and well-con~Aled clinica! trials using 
validated insvumcnts that arc d&g& to metuwc the patient’s appreaistion for lift. 

2. DDMAC is aoncemcd that the claim “Always talk to your doctor before stappin_r Psxil” does no( 
convey the lmportancc of lhc Ptccnufion, in tbc approved product &cling, regarding tie porential 
risk of abrupt discontinuation afPaxil andthe nnd to cons& I physician before doing so. Thus. 
DDMAC auggcns tfrpt the diiive be given more impact. Far example, ‘*Do not stop taking Paxil 
before talking with yaw doe@r.” 

If you have any questions or commems, please contact me by facsimile at (30 I) SW-677 I, a: ai the 
Food and Drug Administration, D&San of Drug Marketing, AGvcrtising, and Commumcahons. HFD- 
42. Rm. I?&20,560O Fishers Lane. Roekville, MD 20857. DDMAC reminds you that aflly wrrnw 
communications an considered ai%iri. 
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Klinl! v:1pc 2 
GSK 
NW, 20-031 (MACMIS 10828) 

Sinccrcly. 

Lisa L. W&bridge, Ph.D. 
Rcgul~tory Rcvicw Offwr 
Division of Drug h&Wing. 

Advertising, and Communications 

@lo27 
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This is II representation of WI electronic record that was signed electronically and 
lhis page is the manffestation ot the electronic signature. 

.-._ __I ---- ---.-_C_- 
/Sl 

U.sa Stockbridge 
4/29/02 10:52:17 AM 

2-7 
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AND PROMOTIONAL LABELING FOR 
DRUGS AND BLQLOGICS 

FOR HUMAN USE 

Cl-V Sept. 2001 
CXPX- 1016 -V&o mnd Storyboard 
for nvkwcr rnnvsnlrna 

I 
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Hankin, Joan E 

From: 
!hnt: 
To: 

Stockbridge. i.isa L 
Thursday, Seplember 27.2001 IO:12 AM 
Hankh, Joan E 

SUbjOCt: RE: Paul 2253 TV Tapes 

Thanks for taking COW of this. I don’t have to 688 Ihc tapes. 

Lisa 

I reviewed the taOcs “My Anxiety’ and %a! They Face’ and they sddrassed auf anly comment from UT2 lo replace 
boguage for the Indrcabvn limilaticn. They now have a sustained SW%R ltxil says ‘Anxiety from everyday stresses 
usually doesn’t need rnedlcation.” 

Let me know if you want to Y W W  lhe Iapes Ior signof5 before I pu! them on Lhe shelf. 

Thanks. a< 

Joan 

---- .-. _ 
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CERT.1 FZ CATE OF SERVXCE 

I certify that on September 4, 2002, I se-Ted copies of the 

loregoing Brief of the United States and attached Declaration of 

lobert J. Temple, M.D., by Federal Express overnight delivery 

qon counsel listed below: 

- - - _ . . . 
3aun-1 Hadlund .kt%tti Cuilford & Schiavo 
2100 Wilshire Mvd.. Suite 950 
AS An&s. CA 90025 
Mephone (310) 207-3233 
kslmile (3 10) 820-7444 

kv 8. Zysman 
Vciu & Yourman 
0940 Wilshire Blvd, 24rh Floor 
-OS Angeles, CA 90024 
-rlcphone: 310-208-2800 
%aimik: 3 1 o-209-2348 

Donald J. Farber 
Law Offkes of Donald J. Farber 
7 Mt. Lassen Drive’ 
Suite D-122 
San hfael. CA 94903 
Telephone: (415) 472.7181 
Facslmilc: (415) 472-7 162 

*slwk s. Brown 
Ashley Whitrzsidcs 
King & Spatding 
1730 Pennsylvania Avcnut, N.W. 
Washingtoo, D.C. 2000~706 
Tclephooc: 202.737-0500 
Facsimile: 202-626-3737 

Senior Trial Counsel 
U.S. Department of’Juatice 
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